M
ore than a decade ago, the ALLHAT trial 1 influenced the Joint National Committee (JNC) 7 to recommend diuretics for initial anti-hypertensive therapy in patients without "compelling indications."
2 JNC 8 does not comment on specific high-risk conditions considered compelling indications, other than chronic kidney disease (CKD). 3 However, there are other conditions generally considered compelling indications to start a specific anti-hypertensive class, including: heart failure, postmyocardial infarction status, high coronary heart disease risk, diabetes and prior stroke. 2 In this issue, a sub-study of the ALLHAT trial asks the question of whether peripheral artery disease (PAD) could be another compelling indication for choosing a specific antihypertensive class; namely, calcium channel blockers. 4 In the original ALLHAT publication, 1 analysis of the individual components of the secondary outcome revealed an intriguing trend for a lesser incidence of PAD among participants started on amlodipine, in comparison to chlorthalidone (Table 5 ). In the current follow-up paper, using a stricter definition for PAD, an almost identical trend for a lower incidence of PAD was found for amlodipine, though the finding remained not quite statistically significant. Based on the results of this analysis, PAD continues to stand alone as a major high-risk cardiovascular condition without compelling evidence to use a specific antihypertensive agent in order to improve outcomes.
The authors conclude that there is a compelling need for comparative outcome trials examining treatment of PAD in high-risk patients. Unfortunately, this is no easy proposal, since monotherapy is rarely sufficient to adequately control hypertension in this complicated population. For example, most ALLHAT participants ended up needing a second line antihypertensive agent to achieve goal blood pressure levels. Therefore, we still need to figure out how to adequately account for the confounding that occurs in these multiple agent trials.
In the interim, it should be appreciated that patients with PAD generally would be noted to have other comorbidities that are considered compelling indications for use of certain anti-hypertensive classes. We should use these comorbidities to guide our therapy of these high-risk patients.
